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2007:410811 CAPLUS 
146 : 421837 

Preparation of fused pyrrole derivatives as GR 
modulators 

Sone, Toshihiko; Sawaki, Rieko; Nakajima, Tomoko 

Dainippon Sumitomo Pharma Co., Ltd., Japan 

PCT Int. Appl., 403pp. 

CODEN: PIXXD2 

Patent 

Japanese 



PATENT NO. KIND DATE APPLICATION NO. DATE 



WO 2007040166 Al 20070412 WO 2006-JP319426 20060929 

W: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ, CA, CH, 

CN, CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FI, GB, GD, 

GE, GH, GM, HN, HR, HU, ID, IL, IN, IS, JP, KE, KG, KM, KN, KP, 

KR, KZ, LA, LC, LK, LR, LS, LT, LU, LV, LY, MA, MD, MG, MK, MN, 

MW, MX, MY, MZ, NA, NG, NI, NO, NZ, OM, PG, PH, PL, PT, RO, RS, 

RU, SC, SD, SE, SG, SK, SL, SM, SV, SY, TJ, TM, TN, TR, TT, TZ, 

UA, UG, US, UZ, VC, VN, ZA, ZM, ZW 

RW: AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI, FR, GB, GR, HU, IE, 

IS, IT, LT, LU, LV, MC, NL, PL, PT, RO, SE, SI, SK, TR, BF, BJ, 

CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG, BW, GH, 

GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM, ZW, AM, AZ, BY, 

KG, KZ, MD, RU, TJ, TM 

PRIORITY APPLN. INFO.: JP 200b-286b/6 A 20050930 

OTHER SOURCE(S): MARPAT 146:421837 

GI 




AB Title compds. I [Rl = H, (un) substituted alkyl, (un) substituted alkenyl, 
etc.; R2 = H, halo, carboxyl, etc.; -W4 :W5-W6 : W7- = -CR4 : CR5-CR6 : CR7-, 
-N:CR5-CR6 :CR7-, -CR4 : N-CR6 : CR7-, etc.; R4-R7 = -E-A; E = single bond, 
-0-, -CO-, etc.; when E is a single bond, A is H, halo, cyano, etc.; when 
E is -0-, -CO-, etc., A is H, (un) substituted alkyl, (un) substituted 
cycloalkyl, etc.; R8 = -0R11, -SR11, -N(R11)R12; Rll, R12 = H, 
(un) substituted alkyl; R9 = alkyl substituted with halo, cycloalkyl 
substituted with halo; RIO = - [C (R13 ) R14 ] n-R15 ; R13, R14 = H, alkyl, halo; 
R13 and R14 may combine to form a oxo group; or R13 and R14, together with 
the carbon atom to which they are attached, form a cycloalkane (one or two 
-CH2- in cycloalkane may be replaced with -NH-, -S-, -S(:0)-, etc.); n = 
0-10; R15 = hydroxy, (un) substituted alkyl, (un) substituted alkenyl, 
etc.], prodrugs or pharmaceutically acceptable salts were prepared For 
example, reaction of 1- ( l-benzyl-6-nitro-lH-indol-3-yl ) -2 , 2 , 2- 
trif luoroethanone, e.g., prepared from 6-nitroindole in 2 steps, with 
trimethylphosphonium iodide followed by treatment with piperidine afforded 
compound II. In glucocorticoid receptor (GR) binding assays, compound II 
exhibited the inhibitory activity of 92% at 100 nM. Compds. I are claimed 
useful for the treatment of inflammation and diabetes. 

IT 934224-34-7P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 



(preparation of fused pyrrole derivs. as GR modulators for treatment of 
inflammation and diabetes) 



RN 934224-34-7 CAPLUS 

CN lH-Indole-3-acetic acid, a-hydroxy-7- [ [ ( 4- 

methylphenyl ) sulfonyl] amino] -1- (phenylmethyl ) -a- (trif luoromethyl ) -, 
ethyl ester (CA INDEX NAME) 



Me 




0 



s=o 




F3C — C— C- OEt 
I II 
HO 0 



REFERENCE COUNT: 



51 THERE ARE 51 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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2005:136598 CAPLUS 
142:240323 

Active substance combination comprising a compound 
with NPY receptor affinity and a compound with 5-HT6 
receptor affinity 

Torrens Jover, Antoni; Mas Prio, Josep; Dordal Zueras 

Alberto; Codony Soler, Xavier; Merce Vidal, Ramon; 

Aurelio Castrillo Perez, Jose; Frigola Constansa, 

Jordi; Buschmann, Helmut-Heinrich 

Laboratories del Esteve S. A., Spain 

PCT Int. Appl. , 427 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. KIND DATE APPLICATION NO. DATE 



WO 


2005014045 




Al 




20050217 




WO 2004- 


-EP8514 




20040729 




W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BW, 


BY, 


BZ, CA, CH, 




CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI, GB, GD, 




GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, KZ, LC, 




LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, NA, NI, 




NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


SC, 


SD, 


SE, 


SG, 


SK, SL, SY, 




TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VC, 


VN, 


YU, 


ZA, ZM, ZW 




RW: BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, ZW, AM, 




AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ, DE, DK, 




EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IT, 


LU, 


MC, 


NL, 


PL, 


PT, RO, SE, 




SI, 


SK, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, MR, NE, 




SN, 


TD, 


TG 
























ES 


2228268 






Al 




20050401 




ES 2003- 


1815 






20030730 


ES 


2228268 






Bl 




20060701 
















AU 


20042624: 


38 




Al 




20050217 




AU 2004- 


•262488 




20040729 


CA 


2534099 






Al 




20050217 




CA 2004- 


■2534099 




20040729 


EP 


1660131 






Al 




20060531 




EP 2004- 


-741321 




20040729 




R: AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, 


IT, 


LI, 


LU, 


NL, 


SE, MC, PT, 




IE, 


SI, 


LT, 


LV, 


FI, 


RO, 


CY, 


TR, 


BG, 


CZ, 


EE, 


HU, 


PL, 


SK 


MX 


2006PA01230 




A 




20060515 




MX 2006- 


-PA1230 




20060130 


US 


2007009597 




Al 




20070111 




US 2006- 


566402 




20060705 



PRIORITY APPLN. INFO.: ES 2003-1815 A 20030730 

WO 2004-EP8514 W 20040729 

OTHER SOURCE(S): CASREACT 142:240323; MARPAT 142:240323 

GI 



* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The present invention relates to an active substance combination 

comprising at least one compound I [R1-R4 = H, halo, alkyl, etc.; R5 = H, 
alkyl, (un) saturated cycloalkyl; R6-R9 = H, alkyl, (un) saturated cycloalkyl, 

etc . ; 

A = CHR18, CHR18CH2; B = alkyl, (un) saturated cycloalkyl, etc.; R10 = H, 
alkyl, (un) saturated cycloalkyl, etc.; Rll = alkyl, (un) saturated cycloalkyl, 
etc.; NR10R11 = (un) saturated heterocyclyl ; R18 = H, alkyl, (un) saturated 
cycloalkyl, etc.] with neuropeptide Y-receptor affinity, preferably 
neuropeptide Y5-receptor affinity, and at least one compound with 5-HT6 
receptor affinity (such as II [Rl = H, alkyl, Ph, CH2PH; R2 = NR4R5, 
(un) saturated (hetero) cycloalkyl, etc.; R3 = H, alkyl; R4, R5 = H, alkyl; or 



NR4R5 = (un) saturated heterocyclyl ; A = (un) substituted (hetero) aryl; n = 

0- 4] ) , a medicament comprising said active substance combination, and the 
use of said active substance combination for the manufacture of a medicament. 
Synthesis of amides I and sulfonamides such as II is described in 
examples. E.g., a multi-step synthesis of III.HC1, starting from 

1- (tert-butoxycarbonyl ) -4-piperidinone and Me anthranilate, was given. 
The amides I and sulfonamides such as II were tested against neuropeptide 
Y5 and 5-HT6 binding (data given for representative compds . ) . 

IT 844486-21-1P 844486-22-2P 844486-23-3P 
844486-24-4P 844486-25-5P 844486-26-6P 
844486-27-7P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of amides and sulfonamides as components of active combination 
with NPY receptor affinity and 5-HT6 receptor affinity) 
RN 844486-21-1 CAPLUS 

CN 1-Naphthalenesulf onamide, N- [1- [2- (dimethylamino) ethyl] -lH-indol-7-yl ] - 
(CA INDEX NAME) 




RN 844486-22-2 CAPLUS 

CN Benzo [b] thiophene-2-sulf onamide, 5-chloro-N- [1- [2- (dimethylamino) ethyl] -1H- 
indol-7-yl] -3-methyl- (CA INDEX NAME) 




RN 844486-23-3 CAPLUS 

CN [1,1' -Biphenyl] -4-sulf onamide, N- [1- [2- (dimethylamino ) ethyl ] -lH-indol-7- 
yl]- (CA INDEX NAME) 




RN 844486-24-4 CAPLUS 

CN Imidazo [2, 1-b] thiazole-5-sulf onamide, 6-chloro-N- [ 1- [ 2- 
(dimethylamino) ethyl] -lH-indol-7-yl] - (CA INDEX NAME) 




0 



RN 844486-25-5 CAPLUS 

CN Benzo [b] t hi ophene- 2 -sulfonamide, 5-chloro-3-methyl-N- [1- [2- ( 1- 
pyrrolidinyl) ethyl] -lH-indol-7-yl] - (CA INDEX NAME) 




RN 844486-26-6 CAPLUS 

CN 1-Naphthalenesulfonamide, N- [1- [ 2- ( 1-pyrrolidinyl ) ethyl ] -lH-indol-7-yl ] - 
(CA INDEX NAME) 




844486-27-7 CAPLUS 

Imidazo [ 2 , 1-b] thiazole-5-sulf onamide, 6-chloro-N- [ 1- [ 
pyrrolidinyl) ethyl] -lH-indol-7-yl ] - (CA INDEX NAME) 




REFERENCE COUNT: 4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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2005:136568 CAPLUS 
142:240322 

Active substance combination comprising a compound 
with NPY receptor affinity and a compound with 5-HT6 
receptor affinity 

Torrens Jover, Antoni; Mas Prio, Josep; Dordal Zueras 

Alberto; Codony Soler, Xavier; Merce Vidal, Ramon; 

Aurelio Castrillo Perez, Jose; Frigola Constansa, 

Jordi; Buschmann, Helmut-Heinrich 

Laboratories del Esteve S. A., Spain 

PCT Int. Appl., 451 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. KIND DATE APPLICATION NO. DATE 



WO 


2005014000 




Al 




20050217 




WO 2004- 


■EP8blb 




20040729 




W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BW, 


BY, 


BZ, CA, CH, 






CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI, GB, GD, 






GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, KZ, LC, 






LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, NA, NI, 






NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


SC, 


SD, 


SE, 


SG, 


SK, SL, SY, 






TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VC, 


VN, 


YU, 


ZA, ZM, ZW 




RW: 


: BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, ZW, AM, 






AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ, DE, DK, 






EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IT, 


LU, 


MC, 


NL, 


PL, 


PT, RO, SE, 






SI, 


SK, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, MR, NE, 






SN, 


TD, 


TG 
























ES 


222i 


3267 






Al 




20050401 




ES 2003- 


■1814 






20030730 


ES 


222i 


3267 






Bl 




20060701 
















AU 


2004262489 




Al 




20050217 




AU 2004- 


•262489 




20040729 


CA 


2534100 






Al 




20050217 




CA 2004- 


-2534100 




20040729 


EP 


164! 


3468 






Al 




20060426 




EP 2004- 


-763612 




20040729 




R: 


AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, 


IT, 


LI, 


LU, 


NL, 


SE, MC, PT, 






IE, 


SI, 


LT, 


LV, 


FI, 


RO, 


CY, 


TR, 


BG, 


CZ, 


EE, 


HU, 


PL, 


SK 


MX 


2006PA01232 




A 




20060515 




MX 2006- 


-PA1232 




20060130 


US 


2007059364 




Al 




20070315 




US 2006- 


-566100 




20061026 



PRIORITY APPLN. INFO.: ES 2003-1814 A 20030730 

WO 2004-EP8515 W 20040729 

OTHER SOURCE(S): MARPAT 142:240322 

GI 



* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The present invention relates to an active substance combination 

comprising at least one compound I [R1-R4 = H, halo, alkyl, etc.; R5 = H, 
alkyl, (un) saturated (hetero) cycloalkyl; R6-R9 = H, alkyl, (un) saturated 
(hetero) cycloalkyl, etc.; A = CHR18, CHR18CH2; R10 = H, alkyl, (un) saturated 
cycloalkyl, etc.; Rll = alkyl, (un) saturated cycloalkyl, etc.; NR10R11 = 
(un) saturated heterocyclyl ; R18 = H, alkyl, (un) saturated cycloalkyl, etc.] 

with 

neuropeptide Y-receptor affinity, preferably neuropeptide Y5-receptor 
affinity, and at least one compound with 5-HT6 receptor affinity (such as II 
[Rl = H, alkyl, Ph, CH2PH; R2 = NR4R5, (un ) saturated (hetero) cycloalkyl, etc.; 
R3 = H, alkyl; R4, R5 = H, alkyl; or NR4R5 = (un) saturated heterocyclyl; A = 



(un) substituted (hetero) aryl; n = 0-4]), a medicament comprising said 
active substance combination, and the use of said active substance 
combination for the manufacture of a medicament. Synthesis of amides I and 
sulfonamides such as II is described in examples. Thus, reacting 
6-chloro-l- ( 4-piperidinyl ) -1, 4-dihydro-2H-3 , 1-benzoxazinone hydrochloride 
with 2- (2-chloroacetamide) -2 ' , 5-dichlorobenzophenone in the presence of 
K2C03 in DMF followed by treating of the free base with HCl/EtOH afforded 
61% III.HC1. The amides I and sulfonamides such as II were tested against 
neuropeptide Y5 and 5-HT6 binding (data given for representative compds . ) . 
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AB Title compds . I [Rl = NR8R9 radical or a (un) saturated, optionally at least 
monosubstituted cycloaliph. radical which may contain at least one 
heteroatom; R2-6 independently = H, halo, N02, alkoxy, etc.; R7 = H or 
(un) saturated aliphatic radical optionally at least monosubstituted; R8 and R9 

H or (un) saturated aliphatic radical optionally at least monosubstituted with 
provisions, or R8 and R9 together with the N atom form a (un) saturated 
heterocyclic ring optionally at least monosubstituted; A = mono or 
polycyclic aromatic ring system which may be bonded via (un) substituted 
alkylene, alkenylene or alkynylene group; n = 0-4] , and their 
pharmaceutical^ acceptable salts, are prepared and disclosed as useful for 
medicaments in human and/or veterinary therapeutics for diseases/disorders 
related to 5-HT6 receptor. Thus, e.g., II was prepared by the reaction of 
naphthalene-l-sulf onyl chloride with 7-amino-3- ( 2-dimethylaminoethyl ) -1H- 
indole. I are disclosed as modulators for the 5HT6-receptor (no data). 
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(drug candidate; preparation of indol-7-ylsulf onamide derivs. as 5-HT6 
receptor modulators) 
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AB Cell cycle control in the Gl phase has attracted considerable attention in 
recent cancer research, because many of the important proteins involved in 
Gl progression or Gl/S transition have been found to play a crucial role 
in proliferation, differentiation, transformation, and programmed cell 
death (apoptosis) . E7070 is a novel antitumor sulfonamide, with a unique 
mode of action that affects Gl progression of the cell cycle. A series of 
compds . containing an N- [ 1- ( 3 , 4 , 5-trimethoxybenzyl ) -lH-indol-5-yl ] benzene 
sulfonamide, analogs of E7070, was synthesized and evaluated as potential 
antitumor agents. Cell cycle anal, with PC3 human prostate cancer cells 
revealed a cellular accumulation in the Gl phase. 
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(synthesis and activity of anticancer E7070 analogs) 
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